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HAIR STIMULAN T COMPOS I TIQK 

The present invention relates to a composition tor 
use as a hair stimulant, to a method of modifying hair 
growth and/or hai* loss, and to uses of substances 
5 and/or compositions as hair stimulants. 

The term "hair stimulant" as used herein means a 
substance or Composition which either stimulates hair 
growth and/or inhibits hair loss in humans, especially 
on the scalp. 



10 



15 



20 



Loss of scalp hair is a normal phenomenon which 
occurs when che hair follicle comes Lo the end of its 
growth phase and enters a resting phase before re- 
starting the growth cycle. On che human scalp, 
follicles are not growing synchronously and around 10% 
will be in the resting (telogen) phase at any one time. 
Thus normal loss will cause no noticeable alteration in 
scalp hair coverage. The normal ageing process sees an 
increase in the number o£ telogen follicles and results 
in the thinning of hair. The process is note pronounced 
in males, leading to the largely accepted theory chac 
the male hormone testosterone and its more active 
metabolite Sa-dihydrocestosterone have a role in what is 
known as male patcern baldness. 

Ageing is not the only cause of hair loss. It can 
25 also have pathological causes, as in the condition known 
as alopecia areata, with a variety of clinical 
presentations and prognoses i n which autoimmunity is 
thought to play a pare. Hair loss may also occur in a 
number of other circumstances, such as when u patient is 
treated wich cytotoxic drugs or undergoes radiotherapy. 



30 
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Some drugs are known to stimulate hair growth. An 
example is the drug minoxidil which, although originally 
developed as an antihypertensive, subsequently became a 
product (marketed under the Trade Name "Regaine") used 
5 with some success in promoting new hair growth. 

There remains a need, however, for further means of 
stimulating hair growth and/or inhibiting hair loss. 

According to the present invention, there is 
provided the use of one u; mo** of the following 
10 substances ( fl the substances listed"'; as hair snimulants: 

1) A water-soluble potassium, copper and/or zinc salt, 
suitably being an acetate salt; 

2) A flavone or flavone derivative, suitably 
comprising rutin, such as troxerutin; 

15 3) A xanthine, such as a theophylline, or a derivative 
thereof, such as methyl silanol cheophyll.in acetaLe 
alginate; 

4) A mucopolysaccharide or derivative thereof such as 
dimethylsilanol hyaluronate; 

20 5) A fat soluble vitamin or a derivative thereof such 
as vitamin A (retinol) palmicate or vitamin E 
(tocopherol > ; 

6) Zedoary, ginger, and/or cinnamon oil; or 
combinations of these; 

25 7) An allyl-based plane extract such as onion or 
yarlic extract* such as onion extract in coconut 
oil or garlic extracted in butylene glycol . 
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Suitably, at least two, preferably at least three or 
more of the substances listed are used together, either 
simultaneously or sequentially. 

There is also provided che use of. any one 
preferably two or three, of the substances li sce d in the 
manufacture of a medicament for the treatment of hair 
loss, such as alopecia areata. 

There is further provided a method of treating hair 
loss (such as alopecia area ta) by applying a flavone a 
xanthine guch as theophylline or a derivative thereof 
and at least one. suitably at least two of the other 
substances listed to the scalp. The substances may be 
applied either simultaneously or sequentially but 
simultaneous application is preferred. The method may 
be used for medical and/or cosmetic purposes. 

The invention further provides a composition f or 
stimulating hair growth and/or inhibiting hair loss in 
humans, comprising a flavone. a xanthine such as 
theophylline or a derivative thereof and at least one 
suitably at least two of the other substances listed' 
for Simultaneous or sequential administration to the 
scalp - 



The substances listed are suitably included 
compositions to the following concentrations (all w/w%) 

^5 1) 0.01 to 0.5%, suitably abouc 0.05%; 

2) 0.01 to 0.5%. suitably about 0.1%; 

3) 0.1 to 5%, suitably about 

4) 0.1 to 5%, suitably about 1%; 

5) 0,01 to It, suitably about 0.05%; 
30 6) 0.1 to 5%, suitably about 0.5%; and 

7) 0.01 to 1%, suitably about 0.1% 
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respectively wherein the numbering corresponds co the 
numbering used above. 

The composition may comprise said components either 
in the form of a mixture, or in a physically separate 
5 state either for admixture prior to simultaneous 
application or for separate/sequential application to 
che scalp. 

Suitably, the composition may be in the form of a 
shampoo, conditioner, hair gel, styling gel, hair cream 
10 or lotion, hair mousse, hairspray or hair lacquer. 

It will be understood that further cor^ponents may 
be added to the composition as is well-known in the art. 

For example, preservatives may be present, .such as 
bronopol, benzyl alcohol, imidazolidiny 1 urea, methyl 

15 paraben, propyl paraben, and naturally occurring 
preservatives such as the enzyme lactoperoxidase , 
particularly the blend of lactoperoxidase. glucose, 
glucose oxidase, iodide and thiocyanate marketed by The 
Boots Company PLC under the Trade Name "Myavert-C" . 

20 Suitably such preservatives are included in an amount of 
from about 0.01%. co about 2V. by weight of the 
composition . 

Styling gels may comprise resins such as polyvinyl 
pyrrol idone in a Carbopol gel and D-panthenol and/or 
25 propylene glycol as a conditioning aid. 

Thickeners and viscosity modifying agents may be 
present, such as 1,3-butylene glycol. quaternised 
methyl-hydroxycellulose, amine oxides, block polymers of 
ethylene oxide and propylene oxide I for example, those 
30 available from BASF Wyandotte under the Trade Name 
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"Pluronic"). polyvinyl alcohols and fatty alcohols, 
suitably in an amounc of from about 0.5% co about 10% by 
weight of the coi^posi t ion . 

Surfactants may be present, such as silicone glycol 
copolymer. anionics such as sodium laurylether 
sulphates, amphoterics such as cocoa amidopropyl 
betaines, sarcosinates and sulphosuccinates . 

Conditioning agents include proteins, protein 
hydrolysates, for example Lhe blend of soya amino acids 
available from Croda chemicals under the Trade Name 
-Hydrosoy 2000"; clays, for example the montmorrillonite 
clay available from English China c:lays under the Trade 
Name '•Gel White HNF" ,- and quaternary ammonium compounds 
such as Dehyquart A, 



10 



15 Sequestering agents may be present, such as ethyl 

enediamine tetraacetic acid and sales thereof, suitably 
in an amount of from about 0.005 % to about 0.5% by 
weight of the composition. 



20 



Perfumes may be present, suitably in an amount of 
from about 0.01% to about 2%, as may water soluble dyes 
such as tartrazine, suitably in an amount of from about 
0.00001% co about 0.1% by weight of the composition. 

• The composition may be buffered by means well known 

in the art. for example by use of buffer syscems 

25 comprising succinic acid, citric acid, lactic acid, 
phosphoric acid, mono- or disodium phosphoric and sodium 
carbonate. Suitably, the composition may have a pH 
between about 3 and about 10, preferably between about 4 
and about 6 . 
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The composition may also include an antidandruff 
agent such as salicyclic acid or 2inc pyrichione 
suitably in an amount of from about 0.1% to about 5% by 
weight . 



S Cosmetic componenta, such as D-panthenol , henna 

extracts, soya amino acids and fruit extracts may be 
included as is well lenown in the art. 

The invention will be understood with reference to 
the following non-limiting example: 
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Example 1 Hair scimulanc composition 

A haii- stimulant composition was prepared as 

folloWB ! 

. Component Concentration 

(w/w%) 



0.10 



Potassium acetate 
Copper (TT) acetate 0 05 

Zinc acetate 
Troxerutin 



0 . 05 
0.10 



1 .00 



10 Methyl silanol theophyllin acetate alginate 
(available from hbesymol Ltd under the Trade 
Name "Theophyllisilane C" J 1>0o 

Dimethyl silanol hyaluronate {available from 
Exsymol Ltd under the Trade Name "DSH C" ) 

15 D-Panthenol Q 5Q 

Silicone Glycol Copolymer (available from Dow 1.50 
Corning under the Trade Name "Dow Corning 
193 " ) 

Mixture of Zedoary, ginger and cinnamon oil 
2 0 (available from VEVY under the Trade Name 

"Zedomina") 0 5 

Vitamin A palmitate 0 Q5 

Vitamin E (available from Henkel under the 

Trade Name "Copherol F1300" j 0 05 

25 Cyclpmethicone 100 centiotoke silicone fluid 1.00 
1,3-butylene glycol 5 00 

Quaternised mechyl hydrpxycellulose 
(available from Courcaulds under the 
Trade Name "DP969" ) 0 50 

30 Soya amino acids (available from 

Croda Chemicals under the TradR Name 

H Hydro3oy 2000") 0 2 s 

Onion extract and coconut oil (available 0 10 

from VEVY under the Trade Name 
35 -Allum Cepa") 
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METHOD DF PREPARATION 



1. Oil soluble components - Zedoary extracts, onion 
extract, vitamin A palmitate, vicamin E and 
silicone glycol copolymer, were mixed with gentle 

5 heat. 

2. Aqueous components were separately mixed with 
simple stirring in the following order - inorganic 
salts, flavonoid, theophylline derivative, 
mucopolysaccharide . 

10 3. oil components were added to the water components 
with continued stirring, without heat. 

4. Finally glycols, protein hydrolysace and cellulose 
thickener were added. 



15 use. 



This product provided a basic hair tonic ready for 



For other products a more concentrated form was 
prepared which when added to a carrier formulation 
provided concentrations similar to those provided above. 
This concentrated hair complex comprised: 

2 0 Concent rated Hair Stimulant Complex 

. Component Concentration 

Potassium acetate 0 5 
Copper II acetate 0.25 
25 Zinc acetate 



Troxerutin 



0.25 
0.5 
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Theophyllisilane C 

Dimethyl silanol hyaluronate (available 
from Exsymol Led under che Trade Name 
M DSH C" ) 

S D-Panthenol 

Silicone Glycol Copolymer (available from 
Dow Corning under the Trade Name -Dow 
Corning 133-} 



10 



15 



Mixture of Zedoary, ginger and cinnamon oil 
(available from VEVY under the Trade Name 
* Zedomina " ) 

vitamin A palmitate 

Vitamin E (available from Henkel under the 
Trade Name "Copherol F1300") 

Onion extract and coconut oil (available from 
VEVY under the Trade Name "Allum Cepa") 



5,0 
5,0 

2.5 

7 .5 

2,5 

0,25 
0.25 



above , 



The order and manner of mixing was as outlined 



Example 2 



Shampoo 



20 



Using the concentrated hair stimulant complex 
described above, a shampoo is prepared in conventional 
manner to the following composition: 



25 



30 



Component 



xanthan Gum (available from Kelco 

International Ltd under the Trade Name 
"Keltrol" ) 



Concentration 
(w/v* ) 

0 . A 



Montmorillonite clay (available from English 
China Clays under the Trade Name "Gel White 
HNF" ) 

Ammonium lauryl sulphate (available from 
Albright & Wilson under Lhe Tr^rlp Name 
"Empicol AL3 0T" ) 



2 . 0 



10.0 
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Sodium laureth sulphate (available from 15.0 
Albrighc & Wilson under the Trade Name 
"Empicol ESB 3/Y h ) 

Sodium laurech sulphate (and) 4.0 
5 glycol distearate (and) cocamide MEA 

(available from Henkel under the Trade 
Name "Emperlan L53") 

Laureth-3 (available from Henkel under the 1.0 
Trade Name "Dehydol LS3 " ) 

10 Polyquaternium-7 (available from Calgon under 0,5 
the Trade Name "Merquat 550") 

Concentrated Hair Stimulant Complex (see 20.0 
above ) 

Mixture of glucose, glucose oxidase, lacto- 
15 peroxidase, sodium iodide and sodium 

thiocyanace (available from the Boots Co 0,9 
PLC under the Trade Name "Myavert C") 0,05 

Bronopol 0.02 

Water to 100 



2 0 Example 3 " Leave-on " Condit ioner 

Using the concentrated hair stimulant complex 
described above, a M leave-on" conditioner is prepared in 
conventional manner co the following composition: 

Component Concentration 
25 (w/wfe ) 

Amodimethicone (and) tallow crimonium 1.5 
chloride (and) Nonoxynol 10 (available 
from Dow Corning under the Trade Name 
"Cationic Emulsion 929 DC") 

3 0 Lauryldimonium hydroxypropyl hydrolysed 1,0 

collagen (available £rom Croda Chemicals 
under the Trade Name "Croguat L" ) 

Cctrimonium chloride (available from Henkel 2.0 
under the Trade Name? "Dehyquart A" J 
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D-Panthenol 7 5L 0.2 

Dipropylene glycol 0.24 

fironopol 0,02 

Concentrated Hair Stimulanc complex (see 20.0 
5 above ) 

Water to 100 
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CLAIMS 

1. The use of one or more of the following as hair 
stimulants; 



1) A water-soluble potassium, copper and/or 2inc sale, 
5 suitably being an acetate salt; 

2) A flavone or flavone derivative, suitably 
comprising rutin, such as troxerutin; 

3) A xanthine, such as a theophylline, or derivative 
thereof, such as methyl siianol theophyllin acetate 

10 alginate; 

4) A mucopolysaccharide or derivative thereof such as 
dimethyl silanol hyaiuronate; 

5) A fat soluble vitamin or a derivative thereof such 
as vitamin A (rctinol) palmitate or vitamin E 

15 (tocopherol) .- 

6) Zedoary, ginger, and/or cinnamon oil; or 
combinations of these,- 

7) An allyl-based plant extract such as onion or 
garlic extract, such as onion extract in coconut 

20 oil or garlic extracted in butylftne glycol . 



2, The use of any one, preferably two or three, of the 
substances listed in Claim 1 in the manufacture of a 
medicament for the treatment of hair loss, such as 
alopecia areata. 

25 3 . A method of treating hair loss (such as alopecia 
areata) by applying a flavone. a xanthine such as 
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theophylline or a derivative thereof and ciL least one, 
suitably at least two of the other substances listed in 
Claim 1 to the scalp. 

4. A composition for stimulating hair growth and/or 
5 inhibiting hair loss in humans, comprising a flavone, a 
xanthine such as theophylline or a derivative thereof 
and at least one, suitably at least two of the other 
substances listed in Claim 1, for simultaneous or 
sequential administration to the scalp. 
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FR.A.2 587 20B (SCHERNINSKI) 20 March 1987 
see the whole document 

W0.A.94 15574 (BOURAS) 21 July 1994 
see the whole document 

PATENT ABSTRACTS OF JAPAN 

vol. 95, no. 061 (C) 

& JP.A.07 010 720 (T0MIHIK0 YAMADA) 

see abstract 

EP.A.G 334 486 (BEECHAH) 27 September 1969 
see 

W0, A. 82 02833 (BAZ2AN0) Z September 1982 
see the whole document 

FR.A.2 318 767 (PSA "PHARHACHIM") 10 

December 1976 

see the whole document 
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INTERNATIONAL SEARCH REPORT 



creational application No. 

PCT/EP95/03S61 



Box 1 OtatfvulOM where tertsua aisum* were found UAacarchoblc (Continiuuion of ftcsn I of Grti thc^> 



This mternaiional Birch report has not been *<*abfieh«d in respect of certain claims under A/tidc i?(2Xa) for the followini rcajonr: 
I fl Clalmi Ncej 

' i they rt fe4t to subject matter tiat required to fee reasched by this Authority, namely: 



2 [ I Claim* Mou 

1 — 1 - retail to parte of the biter national application that do not cnmpJy with ike prescribed rcquircrrtftnU to such 

thai no mcuungTal Inioruauonal *e*rch can be carried ou*» specifically: 



3. | | Claims Nau: 

bcoaiue they are dapudnH claim* and an: no^ drafted in accordance with the second and third sentences of RUtt 6.4(a)- 



Bo* f I Obawvsluma where unity of indention a UflkiDg (Continuation of Item Z of first aheel) 



Thli lntern*tioo*| $«*rcfcnfi Aufbarliy found multiple nrnndoru in this international ap^icatiori. »* follows: 

Six different Inventions *ere stated. For further Inf ortoat1on fc please 
see enclosed form. 



1. A* all required additional search fees were urocly paid by the applicant this International search report cowers all 
l — searchable daimj. 

2. P | as all searchable daimi could be searches without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. | H As only tome or the required iuldi(ionaJ search lees were timely paid by ihc applicant, this interiuiianai search report 
covers only those claims far which fees were paid, specfflcajly claims Nos,; 



fin No squired addition si search fees were umdy paid by the tpplieajtL Consequently, mis tmrrnaiioruu search report u 
restricted lo the tavenuon first mentioned in th« **imi; it Ls covered by cisinia No*j 

1-2 partially 



fteoo* m* Prelaw Q The additional Search fees were accompanied by the applicant's prolrjL 

| | No protest accompanied the payment oF additional search fees. 



Form PCT.tSA.llO (continuation of first chert (I)) (July 1992) 
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InamKwnil SopitcMon Wo. PCT/EP95/ 03861 

FURTHER INFORMATION CONTINUED FROM KT/ISA/ZIO 



Tha prtdaam undarfylng tna i« nam appflcstlon U to provida a oompoaWon for uao — hair rtiwdint 
to provtda a nmod of modifying ntlr growm and/or hair losa, and to pmrusi uas* of aufastsnca* 
and/or cofnposftiona aa hair ftiinufannu 

IT* prapoaod aotuoon conaumi of tM uy ct carotin cm pounds apacttad In audi* 1. 

CP A um i ro oia rinM i aolutota rtnc aans in fUagon m wm uaatwam ol aJopucia (soa column 1, Unas 
8748). 

B»AOuWMuuHiuasiwaao»»of 

pMmtbm m njurion to uoauoani of aJopaasu WOMaom dfeotoaaa nnnoida in raladan to 
InCfOaaJng **• totoof hair gmrih (aa* claims). Thaaa ttm doois*ann am talnavad by random 
saaipllnu tram uutanna fly ndawant uoGumanuk 

Th* Mn fg mm Bui compounds mantujnad In tha claims aa a aflttfllon to Oka atmva proDMm 
ngiii|iK1y Is not nonl, and Gemot sarv* aa a atngta ganaral bnrantfva adneapt. Unking tha uses of 
tna compounds sxructuralty apactflad fen lha claims. 

TTi aijfcgMo i^a—d a M hi ma | B siani in ill i ■Him ihnafnia rapraiam mara aftamathrvs, ml Qnkad Dy 

Ruis IXI-gPCTrwsA^trtstrWmarl aManiall M aa are of a almta/ nail« In ha*^ a common prtpaYTy 
of autfvl|y f aQd aHnar a algnJflGant atnscoiral dam ant ahsrad Dy aD of Qui aoantaflvoa* or In csas a 
oaiiiimm atnas&Mta BtuunL ail aftannritvaa Oafongtng to a rangnlsad Cum of QnanlttaJ compounda 
ii tfia anto wtacn Mi aivanoon psfoans (compsra "Man a usu ad if a autrucdans undar tha PCT\ Anav 
l v Unity of ttvandon. paragraph <fflt 

Tna cfalnao aJtamadvos of groups 1) to 7) apacntad In elann 1 an of a atmaar natura in having a 
common p r up a tty oraenvtty. Ia w hair admutaong scOvhy. tha groupa 1> to 7) aaeh do not 

atawaa a J aua^ afriBturaf 

of CftSftlicsJ COOlpOUnda lo tha cosmadc and pfWtna o at nlfa l awl to arttfeft tha htaatdfon pertain*- 
groupa'lHB^spacfflad In claim 1. 

Tha groupa 1 ). 3), J>> 4), 5). B). and 7> rapnjaant aaeh (a aariaa of) OMttnct Invafdfcvu la p ia aawti ng 

dunaqnjcuyadaad claaaaa of cftamlcaf compounda In tha cosmaua and pharmaeauncai an to wttldh 

thalnvandonparnana. 

In dia pnWR api^aoata no tata 

a "apaclsJ tacfwucaf faarkyraT tmr?tv*o In 0ia lacnnfcaJ laJatfanaMp among tha dffaon ImidUaav 
nm a u uai af y t O i ur aaas d aopOrabun laofca unity of fru a ndo n, and tna doTaram tnU/dooa not oafongjlng 
to a common M l» »dl« eonoayit am ManHfiad aattia oHiatam aufl|acia aafart ut tna mttttunteauofl 
pinuno Artda 17(3)[a) PCT, Cadi of tha vwanJomUatadlaauu^ 

Ita own apodal tac n um i faasum. daflning tha comrtouoon vvhlch aaeh of tha oUumad trtvandona, 
conaidanjdaaawMa^niaimoirwntapvlcr 

Saarctong thaaa uBfaiain auh|acxa amuld hava causad ma|or additional aa an Itf ng affonak 

Qftfy tfw ftm luultcT iM aaarefitd i 

YE8 1. Cbdma 1-B parttal»y:lHauaa of Ola compcurtda ap^ad undar 1) In dta*n 1. 

NO 2. Gujma 1-4 oarnaOy: Tna uaaytoiathoaVotUTtpoaffion Involving tha compounda apaofflad undar 

z) in cnani 1. aanr aa not cooipctsad Inautrtact i. 

HO XGusMl^Banba^TliauBataiaB^a^^ 

3)indalml v a^farMnmcao4pmaoinaut|acU 1-2, 

NO 4> Cuana i-l panally: Tha uaa InvoMng tha compound* apacnlad undar 4) In claim 1, as far 

as not eomprtaad m auDiaaa i* 

NO 5-Oaimat^paj«allrThauaa(nvoMngmac^ 

as not comprlaad In aublacta 1^. 

NO .&GUsm Impartially: Tha 

aa not com|aiaad In au&|acT» 1 

HO r.Cbma?mpardaity;Jhausslmo^ l.aafar 
aa not compnaad in auofacts • 
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INTERNATIONAL SEARCH 

» on pars Ondy okxddc 



REPORT 



i No 



PCT/EP 95/03861 



olai m ft-wai report 




Puzm funily 
nmbir(i) 


IMOlfcHian 


EP-A-0258308 


23-12-87 


FR-A- 
0E-A- 


2599967 
3772464 


18-12-87 
02-10-91 


DE-A-3724259 


02-62-89 


N0NE 






DE-A-422S98S 


18-02-94 


JP-A- 


7002627 


06-01-95 


GB-A-807787 




N0NE 






GB-A -2 166386 


13-04-83 


NONE 






DE-A-29G1452 


31-10-79 


NONE 






FR-A- 1476532 


26-06-67 


NONE 






FR-A-2282856 


26-03-76 


NONE 






FR-A-2587208 


29-03-87 


NONE 






W0-A-9415574 


21-97-94 


AU-B- 
CA-A- 
EP-A- 


5713094 
2152953 
0678013 


15-68-94 
21-07-94 
25-10-95 


EP-A-0334486 


27-09-89 


AU-B- 
AU-B- 

JP-A- 
US-A- 


617763 
3027389 
2059507 
4992265 


05-12-91 
31-08-89 
28-02-90 
12-02-91 


W0-A-82Q2833 


02-09-82 


EP-A.B 
US-A- 


0071598 
5183817 


16-0Z-83 
62-02-93 


FR-A-2310767 


10-12-76 


BE-A- 
DE-A- 
GB-A- 
JP-A- 


841675 
2620851 
1487544 
51148035 


01- 09-76 

02- 12-76 
65-10-77 
18-12-76 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ black borders 

□ image cut off at top, bottom or sides 

□ faded text or drawing 
□^blurred or illegible text or drawing 
ui skewed/slanted images 

□ color or black and white photographs 

□ gray scale documents 

□ lines or marks on original document 
□(reference(s) or exhibit(s) submitted are poor quality 

□ OTHER: ■ 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



